Introduction and Objectives Cough can be a debilitating symptom of idiopathic pulmonary fibrosis (IPF). The efficacy and safety of inhaled PA101, a novel formulation of cromolyn sodium was investigated in IPF patients with chronic cough in a multi-centre, randomised, double-blind, placebo-controlled, 2-cohort, 2-period, cross-over trial. To explore the mechanism of anti-tussive activity of PA101, a parallel study of similar design was conducted in patients with chronic idiopathic cough (CIC). Methods Twenty-four participants with IPF and chronic cough were randomised to receive PA101 (40 mg) or matching placebo three times a day for 2 weeks, followed by 2 weeks wash out, and then crossed over. The primary outcome measure was objective daytime cough frequency (from 24 hour acoustic recording, Leicester Cough Monitor) and secondary outcomes included subjective cough-specific quality of life (LCQ) assessed at Day 14. The primary efficacy analysis was based on a mixed effects model. In the CIC cohort, twentyeight participants were randomised in a study with similar design and endpoints. Results In IPF patients, PA101 reduced daytime cough frequency by 31.1% at day 14 compared to placebo. Daytime cough frequency decreased from a mean(SD) of 55(55) to 39 (29) coughs/hour at day 14 with PA101 versus 51(37) to 52 (40) coughs/hour following placebo (figure 1). There was a significant correlation coefficient between change in cough severity (VAS score) and change in daytime cough frequency with PA101 at Day 14, r=0.415 (p=0.048). There was a trend towards improvement in LCQ score with PA101 compared to placebo; mean treatment difference 1.1, p=0.09. PA101 was associated with an improvement in chest symptom and psychological domains of the KBILD-QOL (p<0.05). In contrast, no treatment benefit for PA101 was observed in the CIC cohort; mean reduction of daytime cough frequency at Day 14 for PA101 adjusted for placebo was 6.2%. PA101 was well tolerated in both cohorts and the incidence of adverse events was comparable between PA101 and placebo treatments. Conclusions This study suggests that the mechanism of cough in IPF may be disease specific. Inhaled PA101 may be a treatment option for chronic cough in patients with IPF and warrants further investigation.
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RANDOMISED CONTROL TRIAL QUANTIFYING THE EFFICACY OF LOW DOSE MORPHINE IN A RESPONDER GROUP OF PATIENTS WITH REFRACTORY CHRONIC COUGH
Introduction and objectives The pathophysiology of chronic cough remains poorly understood and treatment options are limited. Morphine sulphate can improve quality of life in refractory chronic cough, 1 but its mechanism of action and effect on objective cough frequency remain unknown. Here we report morphine's influence on cough frequency and patient reported outcomes in a group of refractory chronic cough patients who responded favourably to morphine in our tertiary clinic. Methods We recruited 22 patients (mean age 61.7 years, 18 female, mean cough duration 14 years) taking low dose morphine for refractory chronic cough into a double blinded, placebo controlled, crossover study. Volunteers withdrew their morphine therapy and were randomised to receive morphine (5-10 mg BD slow release)/matched placebo during two treatment period (5-7 days duration) separated by a 5-7 day washout. At baseline and at the end of each treatment period we assessed 24 hour cough recordings using a semi-automated cough counter (vitaloJAK), cough severity (visual analogue Abstract S34 Figure 1 Changes in daytime cough frequency in IPF cohort.
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